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WHAT TS ri ATMFn TS- 

1- A compound of the formula: 

R2 Ari (Alk^J ' '^"^ V J 

R=> (1) 

wherein 

Ar' is an aromatic or heteroaromatic group; 

R\ R^ R^ and which may be the same or different is each an atom 
or group -L W).L W)„ in which V and which may be die 
different is each covalent bond or a linker atom or group, t is zero or the 
integer 1, u is an integer 1, 2 or 3, Alk^ is an aliphatic or heteroaliphatic 
Cham and R^ is a hydrogen or halogen atom or a group selected from 
alkyl, -0R«, where R« is a hydrogen atom or an optionally substituted alkyl 
group, -SR^ -NR«R^ where R^ is as just defined for R« and may be the 
same or different, -NO,, -CN, -CO,R«, -SO3H, -SOR«, -SO,R« -OCO R« 
-CONR«R^ .OCONR«R^ -CSNR«R^ -COR«. -OCOR«, -N(R«)COR^ 
-N(R«)CSR^ -SO,N(R«)(R^). -N(R3)SO,R^ -N(R«)CON(R')(R-), whlre 
R'" is a hydrogen atom or an optionally substituted alkyl group, 
-N(R«)CSN(R«)(R«') or -N(R8)SO3N(R'')(R'0); 
Alk' is an optionally substituted aliphatic or heteroaliphatic chain; 
L' is a covalent bond or a linker atom or group; 
Alk^ is a straight or branched alkylene chain; 
m is zero or an integer 1; 
R** is a hydrogen atom or a methyl group; 
r is zero or the integer 1; 
is a carboxylic acid (-CO^H) or a derivative thereof; 



r 1: 



-133- Attorney Docket 002010-684 



is a hydrogen atom or a methyl group; 
Ar^ is an optionally substituted aromatic or heteroaromatic group; 
B IS a mtrogen containing heteroaryl group; 
and the salts, solvates, hydrates and N-Oxides thereof. 

2. A compound of the formula: 

R 

I 

(Alk2)^C(R6)CH2N(Ra)Ar^ 




are independently selected ftom u,e group consisttag of hydrogen, alky, 
subs„„« alley,, aUeny,, subsdn„ed alkenyl, ^, eye,oa,ky,, subs,te«. 
« .e„, He,eroa., R- aM 
0 wh,ch d,ey are attached, are joined to fom, an op,iona„y subsam,ed 
heterocyCic ring; a«, tfre sa,«, so,va,es. hydra.es and NK,xides drereof. 

3- ™'~^»™e8!M<laccordmg to Ciain, 2 wherein R'- and R=- are 
.ndep^dently saluted fro^T^^^,,,^ ^^^^^^ 

aiKyj, alkenyl, substituted alkenvl px>»«aii^,i u ■ 

'''' ^'^^"y^' cyete^l, substituted cycloalkyl, or R' and 
together with the nitrogen atom to which tS>^ attached are • • 1 / 
nnri«,,oii u • "'''^^^^"^c^ed, arejomedtoforman 

opt-onally subsh.ted heterocyclic ring provided^S^substituted alky,. 
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substituted alkenyl and substituted cycloalkyl do not carry an aryl, substituted aryl, 
heteroaryl or substituted heteroaryl group. 



A compound of the formula: 



\ w 



(AIk2)^C(R6)CH2N(R3)Ar2 
R 

'R5 



(1) 



wherein \ 

Ar* is an aromatic or neteroaromatic group; 

R\ R^, R^, R"^ and R^ which may be the same or different is each an atom 
or group -L^(Alk^)tL^(R^)uSin which and which may be the same or 
different is each a covalent )^ond or a Unker atom or group, t is zero or the 
integer 1, u is an integer 1, 2\)r 3, Alk^ is an aliphatic or heteroaliphatic 
chain and R^ is a hydrogen or halogen atom or a group selected from 
alkyl, -OR^, where R^ is a hydrog™ atom or an optionally substituted alkyl 
group, -SR^, -NR^R^, where R^ is asjust defined for R^ and may be the 
same or different, -NO2, -CN, -CO2RI -SO3H, -SOR^ -S02R^ -0C02R^ 
-CONR'R^ -OCONR«R^ -CSNR^R^ -G:OR^ -OCOR^ -N(R')COR^ 
-N(R^)CSR^ -S02N(R«)(R^), -N(R«)S02Rl -N(R^)CON(R^)(R'^), where 
R^*^ is a hydrogen atom or an optionally substituted alkyl group, 
-N(R^)CSN(R^)(R^°) or -N(R^)S02N(R^)(R'^)\ 
Alk^ is an optionally substituted aliphatic or heteroaliphatic chain; 

is a covalent bond or a linker atom or group; Ns. 
Alk^ is a straight or branched alkylene chain; \ 
m is zero or an integer 1 ; \ 
R*^ is a hydrogen atom or a methyl group; \ 
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r is zero or the integer 1; 

R is a carboxylic acid 0^O2H) or a derivative thereof; 

is a hydrogen atonti or a naethyl group; 
Ar^ is selected from the group consisting of moieties of formula Ilia, IIIc, 
Illd, Ille and Illf: 
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Vhere R^' is selected from the group consisting of alkyl, substituted alkyl, 
alkenyl, substituted alkenyl, aryl, substituted aryl, cycloalkyl, substituted 
cycloalkylXcycloalkenyl, substituted cycloalkenyl, heterocyclic, substituted 
heterocylic,Veteroaryrand substituted heteroaryl; 

R^' is selected from the group consisting of hydrogen, alkyl, substituted 
alkyl, cycloalkyl, substituted cycloalkyl, cycloalkenyl, substituted cycloalkenyl, 
heterocyclic, sub\tituted heterocyclic, aryl, substituted aryl, heteroaryl, substituted 
heteroaryl, and -S©2R^** where R^^' is selected from the group consisting of alkyl, 
substituted alkyl, cyfcloalkyl, substituted cycloalkyl, cycloalkenyl, substituted 
cycloalkenyl, heteroc\clic, substituted heterocyclic, aryl, substituted aryl, 
heteroaryl, substituted I^teroaryl; 

R*^' and R^' are independendy selected from the group consisting of 
hydrogen, alkyl, substitute)! alkyl, cycloalkyl, substituted cycloalkyl, aryl, 
substituted aryl, heteroaryl, kibstituted heteroaryl, heterocyclic, substituted 
heterocyclic and halogen; \ 

R^^' and R^^' are indepen^ntly selected from the group consisting of 
hydrogen, alkyl, substituted alkyl\alkoxy, substituted alkoxy, amino, substituted 
amino, cycloalkyl, substituted cycloalkyl, aryl, substituted aryl, heteroaryl, 
substituted heteroaryl, heterocyclic, substituted heterocyclic and halogen; and 

R^^' is selected from the group consisting of alkyl, substituted alkyl, 
alkoxy, substituted alkoxy, amino, substiWted amino, cycloalkyl, substituted 
cycloalkyl, aryl, substituted aryl, heteroaryl, substituted heteroaryl, heterocyclic 
and substituted heterocyclic; \ 

R^^' is selected from the group consisting of hydrogen, alkyl, substituted 
alkyl, alkoxy, substituted alkoxy, cycloalkyl, suB^stituted cycloalkyl, aryl, 
substituted aryl, heteroaryl, substituted heteroaryl^eterocyclic, substituted 
heterocyclic and halogen; \ 
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R^^ is selected froitrdie group consisting of alkyl, substituted alkyl, alkoxy, 
substituted alkoxy, ainino, substituted amino, cycloalkyl, substituted cycloalkyl, 
aryl, substituted aryl, heterocyclic and substituted heterocyclic; 

is 1 or 2; \ 
B is a nitrogen containing helseroaryl group; 

and enantiomers, diastereomersyand pharmaceutically acceptable salts 
thereof. \ 

5. A pharmaceutical composition comprising a pharmaceutically 
acceptable excipient and an effective amount of a conipound according to any of 
Claims 1-4. 

6. A method for binding VLA-4 in a biological sample which method 
comprises contacting the biological sample with a compound according to any of 
Claims 1-4 under conditions wherein said compound binds to VLA-4. 

7. A method for treating an inflammatory condition in a manunalian 
patient which condition is mediated by VLA-4 which method comprises 
administering to said patient a therapeutically effective amount of a pharmaceutical 
composition of Claim 6. 

8. The method according to Claim 7 wherein said inflammatory 
condition is selected from the group consisting of astiima, Alzheimer's disease, 
atherosclerosis, AIDS dementia, diabetes, inflammatory bowel disease, multiple 
sclerosis, rheumatoid arthritis, tissue transplantation, tumor metastasis, meningitis, 
encephalitis, stroke, nephritis, retinitis, atopic dermatitis, psoriasis, myocardial 
ischemia and acute leukocyte-mediated lung injury. 



